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ABSTRACT

Plasmablastic lymphoma (PBL) is a rare and aggressive
non-Hodgkin lymphoma subtype associated with human
immunodeficiency virus (HIV) infection. PBL is extremely
aggressive and has a poor response to treatment. Clini-
cally PBL resembles a periodontal disease, Kaposi sar-
coma, or melanoma. Delayed diagnosis adversely affects
the treatment and life expectancy. A 52-year-old male
presented with a firm intraoral mass causing a slight el-
evation noticeable extraorally. Radiologically, loss of
lamina dura around the first premolar and loss of both
vertical and horizontal bone height around the dental im-
plant replacing the second premolar were present. The
biopsy confirmed a diagnosis of PBL. Further evaluation
revealed that the patient was positive for HIV. The chemo-
therapy regimen included etoposide, vincristine, hydroxy-
daunorubicin, cyclophosphamide, and prednisolone, fol-
lowed by an autologous hematopoietic stem cell bone
marrow transplant. This article attempts to describe the
clinical presentation and histopathological evaluation of
PBL, and emphasize the paramount role of biopsy, early
clinical suspicion, and correct diagnosis.
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INTRODUCTION

Plasmablastic lymphoma (PBL) is a rare and aggressive
non-Hodgkin lymphoma (NHL) subtype associated
with human immunodeficiency virus (HIV) infection,
constituting 2% of all HIV-associated lymphomas.'?
Although this type of lymphoma is of large B-cell origin,
it differs from other subtypes by having weakly positive
B-cell markers and strongly positive plasma cell
markers.®* It may also be associated with the Epstein-
Barr virus (EBV). PBL is extremely aggressive and has
a poor response to treatment.®

Plasmablastic lymphoma often affects middle-aged
people but may also occur in the pediatric population.®
Classic triad of symptoms including fever, weight
loss, and night sweats are usually present in PBL
whereas lymphadenopathy is not among the common
symptoms.” Clinically PBL may resemble periodontal
disease, Kaposi sarcoma, or melanoma.®

Even though PBL is difficult to diagnose and
distinguish from myeloma or other types of lymphomas,
a biopsy is essential in the diagnosis.” Delayed
diagnosis adversely affects the treatment and life
expectancy.® Patients who reject any treatment have a
median survival of three months after their diagnosis.®
This case report aims to emphasize the paramount role
of biopsy, early clinical suspicion, and correct diagnosis.
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Figure 1. Extraoral examination — a slight elevation on the left side of the face
is noted, giving a subtle asymmetrical appearance to the nasolabial folds.

Figure 2. Intraoral examination — a firm hemisphere-shaped mass is noted both
on the buccal and palatal sides enclosing two premolar teeth of the left maxilla.

CAse REPORT

A 52-year-old male was referred to the Department of
Oral and Maxillofacial Surgery due to an intraoral mass
with an initial differential diagnosis of periimplantitis. He
did not recall when the lesion initially started to develop.

The patient’s medical history was unremarkable,
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and he stated no use of any medication. He had no
alcohol drinking or smoking habits. During his extraoral
examination, a slight elevation on the left side of his face
was noted, giving a subtle asymmetrical appearance to
the nasolabial folds (Figure 1). No lymphadenopathy
was detected. His intraoral examination revealed a
firm hemisphere-shaped mass both on the buccal and
palatal sides enclosing two premolar teeth of the left
maxilla. The buccal part of the lesion was 18 mm in
length and 9 mm in width. The smaller palatal part of
the lesion measured 9 mm in length and 7 mm in width
(Figure 2). The lesion surface had minor ulcerations
and areas of hemorrhage which accounted for the
reddish surface. The orthopantomogram revealed
loss of lamina dura around the first premolar and loss
of both vertical and horizontal bone height around the
dental implant replacing the second premolar (Figure
3). Both the tooth and the implant were asymptomatic
during percussion, and he reported no pain in general.
Patient consent was obtained, and an excisional biopsy
was performed with a differential diagnosis of giant cell
granuloma. The first premolar was extracted, and the
dental implant was explanted due to increased mobility.

The histopathological report revealed neoplastic
hematologic cell infiltrations with high mitotic activity,
eccentric nuclei and large prominent nucleoli infiltrating
the non-keratinized squamous epithelium, and the
patient was diagnosed with PBL. Histopathological
images were unavailable due to patient’s request for
paraffin blocks and pathology slides to get a secondary
consultation at an external center.

Immunohistochemistry showed CD38, CD138,
CD10, and MUM-1 positivity, and lambda, kappa, EMA
and CD45 focal positivity. Ki-67 proliferation index
was 95-100%. Negative markers were listed as CD20,
CD79a, Pax 5, CD3, ALK-1 CD30, Bcl-6, Pan CK, high
molecular weight keratin, p53, desmin, caldesmon,
HMB-45, and vimentin. Mucin was not detected.

Accordingly, the patient was advised to take an
enzyme-linked immunosorbent assay due to the high
possibility of an HIV-infection. During his recall one
week after the biopsy, he tested positive for HIV and a

Figure 3. Radiographic evaluation — loss of lamina dura around the first premolar and loss of both vertical and horizonal
bone height around the dental implant replacing the second premolar.
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Figure 4. Recall intraoral examination — a new lesion mesial to the biopsied
region is noted with similar characteristics.

new oral lesion was present like the previously biopsied
lesion (Figure 4). He was referred to both hematologic
oncology and infectious diseases departments for his
further evaluation and treatment.

He completed six cycles of chemotherapy
including etoposide, vincristine, hydroxydaunorubicin,
cyclophosphamide, prednisolone (EPOCH), and
mesna. This was followed by an autologous
hematopoietic stem cell bone marrow transplant. He
was additionally prescribed filgrastim and ondansetron
for neutropenia and emesis, respectively, during the
course of his treatment. During chemotherapy, he
tested positive for Anti-HBc total and daily entecavir
treatment was started.

He remains on remission for six months and
continues his antiviral therapies for HIV and for
prophylaxis of HIV-related complications.

DiscussIioN

Plasmablastic lymphoma was first defined by Delecluse
in 1997 as a large B-cell lymphoma of the oral cavity
unique to HIV-positive patients.® Although this relatively
new disease was first identified in patients with an
HIV-infection, recent reports have confirmed PBL
in either immunosuppressed or immunocompetent
patients, and in patients who underwent solid organ
transplantations.® Still, a diagnosis of PBL often serves
as an HIV-defining illness due to the high rate of HIV-
positive PBL patients.® Moreover, even though its
original definition mentions the oral cavity, PBL is also
reported in the nasopharynx, stomach, intestines, anus,
lungs, and skin.®

PBL is an aggressive type of lymphoma especially
in immunocompromised patients. A co-infection of
Epstein-Barr Virus (EBV) intensifies its aggressive
nature.® The prognosis of PBL is very poor without any
treatment and life expectancy is between 1-24 months.®
The difference in prognosis between HIV-negative and
positive patients is uncertain.
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Plasmablastic lymphoma in a HIV (+) patient

PBL has a male predominance of 75%, which also
coincides with our case. PBL presents at a median age
of 40 in HIV-positive patients and the patient presented
in this report was within the early 50s of his life.

Oral cavity is commonly involved in HIV-positive PBL
patients with a rate of 58%. This is followed by the
bone marrow. Less common sides include the central
nervous system, paranasal sinuses, mediastinum,
lungs, liver, and testes.'?

Immunohistochemical profile of PBL shows variability.
Although listed as a subtype of large B cell lymphoma,
PBL does not express the mature B cell marker CD20,
as seen in our case."™ On the other hand, PBL shows
positive expression in at least one of the plasma cell
markers such as CD38, CD138 and MUM1, as well as
a very high Ki-67 expression.™ Similarly, this reported
case shows positivity in all three plasma cell markers
and a very high rate (95-100%) of Ki-67 expression.

Currently, there are no standard guidelines for PBL
treatment, instead there are different chemotherapeutic
options, most of which include the combination
of  cyclophosphamide, doxorubicin, vincristine,
and prednisone, or the combination of etoposide,
prednisone, vincristine, cyclophosphamide and
hydroxydaunorubicin, shortly known as CHOP and
EPOCH, respectively.”® Autologous or allogeneic
hematopoietic stem cell transplantation is another
option for PBL; however, its benefit is unclear and is
generally used as a consolidation or salvage therapy.'
Several reports claim that autologous hematopoietic
stem cell transplantation after the first complete
response results in improved remission in PBL and
treatment reinforcement in refractory or relapsed PBL
patients.'® The literature is supportive of the use of
EPOCH, followed by autologous hematopoietic stem
cell transplant in eligible patients, due to its better
outcomes than CHOP."” A similar treatment plan was
followed for the present case, as well.

CONCLUSION

PBL is a hard-to-diagnose and hard-to-treat disease
with an aggressive clinical course. Like many other oral
lesions, PBL may mimic other gingival enlargements.
Correct differentiation between PBL and other
malignant, benign, or reactive lesions relies on an
accurate histopathological and immunohistochemical
examination. It is a rare and aggressive type of B-cell
lymphoma often coinciding with an HIV-infection. This
case aims to underline how a diagnosis of PBL may
manifest as the first clinical sign of HIV.
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Daha 6nce tani almamig insan immiin
yetmezlik viriisii pozitif hastada plazmablastik
lenfoma: bir olgu sunumu

Ozer

Plazmablastik lenfoma (PBL), insan immiinyetmezlik
viriisii (HIV) enfeksiyonu ile iligkili, nadir ve agresif bir
Hodgkin olmayan lenfoma alt tipidir. PBL son derece
agresiftir ve tedaviye yaniti zayiftir. Klinik olarak
PBL; periodontal hastaliga, Kaposi sarkomuna veya
melanomaya benzeyebilir. Ge¢ tani, tedaviyi ve yasam
beklentisini olumsuz etkilemektedir. 52 yasinda erkek bir
hasta, ekstraoral olarak da belirgin hafif bir asimetriye
neden olan, sert bir intraoral kitle sikayetiyle klinigimize
basvurmustur. Radyolojik olarak birinci premolarda
lamina dura kaybi ve ikinci premolara denk gelen implant
cevresinde dikey ve yatay kemik kaybi izlenmistir.
Biyopsi PBL tanmisimi dogrulamistir. ileri tetkikler,
hastanin HIV pozitif tanisini dogrulamistir. Hasta,
etoposid, vinkristin, hidroksidaunorubisin, siklofosfamid
ve prednizolon iceren kemoterapi rejimi almistir ve
ardindan otolog hematopoietik kék hiicre kemik iligi nakli
gerceklestirilmistir. Bu makale PBL’nin klinik sunumu
ve histopatolojisini tanimlamaya ve biyopsi, erken klinik
sliphe ve dogru tani koymanin 6nemli roliinii vurgulamaya
caligmaktadir.

ANAHTAR KELIMELER: Plazmablastik lenfoma; insan
immiinyetmezlik viriisi; dis eti agiri bliylimesi; oral kavite
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